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N 



"G 3 )_ 





wherein 
R 1 and R 2 

i) independently represent H or lower alkyl; 

ii) together forn^ a bridge of structure 

— Ns'), 

wherein bonding is\achieved via the terminal carbon atoms; 

iii) together form a bridg^ of structure 

wherein bonding is achieved via the terminal carbon atoms; or 

iv) together form a bridge of structure 

y 

T 1 =T 1 

wherein one or two ring members T\ are N and the others are CH, and bonding 

is achieved via the terminal atoms\and 
wherein 

m is 0 or an integer 1-4; and 



G 1 is a substituent independently selected from the groi^j consisting of 

• -N(R 6 ) 2 ; 

• -NR 3 COR 6 ; 

• halogen; 

• alkyl; 

• cycloalkyl; 
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lower alkenyl; 
lower cycloalkenyl; 
lalogen-substituted alkyl; 

lino-substituted alkyl; 
N-l<^wer alkyl amino-substituted alkyl; 
N,N-&j-lower alkylamino-substituted alkyl; 
N-lowenalkanoylamino-substituted alkyl; 
hydroxy- substituted alkyl; 
cyano-substituted alkyl; 
carboxy-subsrjtuted alkyl; 
lower alkoxycafoonyl-substituted alkyl; 
phenyl lower alkoxycarbonyl-substituted alkyl; 
halogen-substi tutea\alkyl amino ; 
amino-substituted alkylamino; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alkyl aminor substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylamino; 
cyano-substituted alkylamino; 
carboxy-substituted alkylamino; 1 
lower alkoxycarbonyl-substituted Alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkyl thio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
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-C0 2 R 6 ; 




optionally substituted heteroaryl; 
optionally substituted saturated heterocyclyl; 
optionally substituted partially unsaturated heterocyclyl; 
-OC0 2 R 3 ; \^ 
optionally substituted^heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 



R 3 is H or lower alkyl; 



R is independently selected from the group consisting of 

• H; 

• alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 
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, R 4 is H, halogen, or lower alkyl; 
ptsO, l,or2; 

X is selected from the group consisting of O, S, and NH; 

Y is selected from the group consisting of 

• -(CRf 2 )n-S(0) p -(5-membered heteroaryl)-(CR 4 2 ) s -; 

• <CR 4 V-C(G 2 )(R 4 )-(CR 4 2 ) S - ; 
wherein\ 

n and s\are each independently 0 or an integer of 1-2; and 
G 2 is selected from the group consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH Ar 6 ) 2 ; 

• -0-CH 2 - ; \ 

• -S(O)-; \ 

• -S(0) 2 -; \ 

• -SCH 2 - ; \ 

• -S(0)CH 2 -; \ 

• -S(0) 2 CH 2 - ; \ 

• -CH 2 S(0)- ; and \ 

• -CH 2 S(0) 2 - \ 

A and D independently represent N or CH;\ 
B and E independently represent N or CH; \ 
L represents N or CH; \ 
with the provisos that \ 

a) the total number of N atoms in the ring containing A, B, D, E, and L is 1, 2, or 3; 

and \ 

b) when L represents CH, at least one of A and D\s an N atom; 

q is 0, 1, or 2; \ 
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is selected from the group consisting of 
lower alkyl; 
-NR 3 COR 6 ; 

vcarboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alkyl; 
-OI 
-SR°\ 
-S(O)! 
-S(0) 2 R* 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CH2OR 3 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-N0 2 ; 
-CN; 

optionally substituted 
optionally substituted heterbaryl; 
optionally substituted saturated heterocyclyl; 
optionally substituted partiallyWsaturated heterocyclyl; 
optionally substituted heteroarylalkyl; 
optionally substituted heteroarylo? 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 ; 
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is a ring selected from the group consisting of 
aryl; 
v« pyridyl; and 
cycloalkyl; 



q' represents the number of substituents G 4 on ring J and is 0, 1, 2, 3, 4, or 5 5 and 
G 4 moieties are selected from the group consisting of 

-N(ttf ) 2 ; 

-NR 3 COR 6 ; 
halogen*\ 
alkyl; 
cycloalkyl; 
lower alkenyl;\ 
lower cycloalkehyl; 
halogen-substituted alkyl; 
amino-substituted alkyl; 
N-lower alkylamino-substituted alkyl; 
N,N-di-lower alkylaminp-substituted alkyl; 
N-lower alkanoylamino-substituted alkyl; 
hydroxy-substituted alkyl; 
cyano-substituted alkyl; 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alkyl; 
phenyl lower alkoxycarbonyl-substituted alkyl; 
halogen-substituted alkylamino; \ 
amino-substituted alkylamino; \ 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylamino; 
cyano-substituted alkylamino; 
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carboxy-substituted alkylamino; 

lower alkoxycarbonyl-substituted alkylamino; 

shenyl-lower alkoxycarbonyl-substituted alkylamino; 



halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated^ lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-CO2R 6 ; 
-CON(R 6 ) 2 ; 
-CH2OR 3 ; 
-N0 2 ; 
-CN; 
amidino; 
guanidino; 
sulfo; 
-B(OH)2 ; 

optionally substituted aryl; 
optionally substituted heteroaryl\ 
optionally substituted saturated htkerocyclyl; 
optionally substituted partially unsaturated heterocyclyl; 
-OCO2R 3 ; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
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-CHO; 
•\ -OCON(R 6 ) 2 ; 
• \-NR 3 C0 2 R 6 ; 
JR 3 CON(R 6 ) 2 

ring-forming bridges attached to and connecting adjacent positions of 
\ng J, said bridges having the structures: 

a) 

' > 

wherein\ 

each v\ independently represents N, CH, or CG 4 ; 
T 3 represents S, O, CR 4 G 4 , C(R 4 ) 2 , or NR 3 ; and 



bonding £b ring J is achieved via terminal atoms T 2 and T 3 ; 



b) 



wherein 



each T 2 independently represents N, CH, or CG 4 ; 
with the proviso tha\a maximum of two bridge atoms T 2 may be N ; 
and 

bonding to ring J is achieved via terminal atoms T 2 ; and 



c) 



T 4 'V 
^ ' T 5 / ' T5 > 



T 5 — T° 



T 6 . or 



T 5 —- T T 5 — T 6 

wherein 

each T 4 , T 5 , and T 6 independently represents O, S, CR 4 G 4 , C(R 4 ) 2 , or 
NR 3 ; and 

bonding to ring J is achieved via terminal atoms T 4 or T 5 ; 
with the provisos that: 

i) when one T 4 is O, S, or NR 3 , the other T 4 is CR 4 G 4 or C(R 4 ) 2 ; 



T 6 
L 
✓T 6 
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ii) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 

and witl\the further provisos that: 

in 0\G 2 , G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, an S, or NR 3 to form a heterocycle 
of 5 - 7 HnR atoms; and 

when an aryL heteroaryl, or heterocyclyl ring is optionally substituted, that ring 
may bear up te> 5 substituents which are independently selected from the group 
consisting of \amino, mono-loweralkyl-substituted amino, di-loweralkyl- 
substituted aminos lower alkanoylamino, halogeno, lower alkyl, halogenated 
lower alkyl, hydroxy, lower alkoxy, lower alkylthio, halogenated lower alkoxy, 
halogenated lower alkylthio, lower alkanoyloxy, -CO2R , -CHO, -CH2OR , - 
OC0 2 R 3 , -CON(R 6 ) 2 , -OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, amidino, guanidino, 
mercapto, sulfo, and cyano; 
or a pharmaceutically acceptable^salt or prodrug thereof. 



2. (amended) A compound having the structural formula 

N-(CH 2 )-Hf ( ^ 

jm— ^ p \=* -<r\ 



N 



M A. 

1* h 



G )n 



wherein 
R 1 and R 2 : 



i) together form a bridge of structure 




wherein bonding is achieved via the terminal ckrbon atoms; or 
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ij) together form a bridge of structure 



\ T 1 =T 1 

wherein one of the ring members T 1 is N and the others are CH, and bonding is 

\ achieved via the terminal atoms; and 
wherein 

m is 0 or an integer 1-2; and 

G 1 is a substituent independently selected from the group consisting of 
-N(R 6 ) 2 ; \ 
-NR 3 COR 6 A 
halogen; \ 
alkyl; \ 
amino-substituted alkylamino; 
N-lower alkylamino-substituted alkylamino; 
N ? N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylammo-substituted alkylamino; 
hydroxy-substituted alkylamino; 
carboxy-substituted alkjdamino; 
lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
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\# -CON(R 6 ) 2 ; 
\ -N0 2 ; 
•\ -CN; 

• \pptionally substituted heteroarylalkyl; 

• rationally substituted heteroaryloxy; 

• -SVO) p (optionally substituted heteroaryl); 

• optionally substituted heteroarylalkyloxy; 

• -S(CW p (optionally substituted heteroarylalkyl); 

R 3 is H or lower alkyl; 

R 6 is independently selected from the group consisting of 

• H; \ 

• lower alkyl\ 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 

p is 0 or 1; 



Y is selected from the group consisting of 

• -(CH 2 )n-S(0) p -(5-inbmbered heteroaryl)-(CH 2 ) s -; 

• -(CH 2 ) n -C(G 2 )(H)-(C^ 2 ) s - ; 
wherein 

n and s are each independently 0 or 1 ; and 

G 2 is selected from th^group consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-OCH 2 - ; 
-S(O)- ; 
-S(0) 2 - ; 
-SCH 2 - ; 
-S(Q)CH 2 - ; 
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-S(0) 2 CH 2 - ; 
-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 

A and EX independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atoms in the ring containing A, D, and L is 1 or 2; and 

b) when L represents CH, at least one of A and D is an N atom; 

q is 0, 1, or 2; 



G 3 is selected from the group consisting of 
lower alkylj 
-NR 3 COR 6 ; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-CN; 

optionally substituted aryl;\ 
optionally substituted hetero > aryl; 
optionally substituted heteroafylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylal^yloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
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q' Represents the number of substituents G 4 on the phenyl ring and is 0, 1, 2, or 3; 
^nd 

G 4 moieties are selected from the group consisting of 
\-N(R 6 ) 2 ; 
-NR 3 COR 6 
halogen; 
alkj 

halogen-substituted alkyl; 
hydroxy-substituted alkyl; 
carboxyWbstituted alkyl; 
lower alkdxycarbonyl-substituted alkyl; 
amino-substituted alkyl amino; 
N-lower alkvlamino-substituted alkylamino; 
N 3 N-di-lowerWkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonj 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-CH 2 OR 3 ; 
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-N0 2 ; 
-CN; 

^optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-Sto) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 

fused rin^- forming bridges attached to and connecting adjacent positions of the 
phenylNpng, said bridges having the structures: 

a) 

y 

T 3 
wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S^O, CHG 4 5 CH 2 , or NR 3 ; and 

bonding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 



b) 



c) 



wherein 

each T 2 independently represents N, CH ? or CG 4 ; 
with the proviso that a maximjim of two bridge atoms T z may be N ; 
and 

bonding to the phenyl ring is acli^eved via terminal atoms T 2 ; and 

? ° r -L 
wherein 

each T 5 , and T 6 independently represents x p, S, CHG 4 , CH 2 , or NR 3 ; and 
bonding to the phenyl ring is achieved via terminal atoms T 5 ; 
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with the provisos that: 

i) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 

and with the further provisos that: 

in G 1 , G 2 , G\ and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, an S, or NR 3 to form a heterocycle 
of 5 - 7 ring atoms; and 

when an aryl, heteroaryl, or heterocyclyl ring is optionally substituted, that ring 
may bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl- 
substituted amino, lower alkanoylamino, halogeno, lower alkyl, halogenated 
lower alkyl, hydroxy, lo\^er alkoxy, lower alkylthio, halogenated lower alkoxy, 
halogenated lower alkylthidu lower alkanoyloxy, -C0 2 R 3 , -CH 2 OR 3 , -OC0 2 R 3 , - 
CON(R 6 ) 2 , -OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, and cyano; 
or a pharmaceutical^ acceptable sal\or prodrug thereof. 



3. (amended) A compound having the structural formula 

H // \ 

N-< CH 2)r-\ ( 




wherein 
R 1 and R 2 : 

i) together form a bridge of structure 

A 
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9 



wherein bonding is achieved via the terminal carbon atoms, and any group G 1 
is located on a non-terminal atom of the bridge; or 
^ ii) together form a bridge of structure 

'V 

^herein one of the ring members T 1 is N and the others are CH 5 and bonding is 
achieved via the terminal atoms; and 
wherein 



m is 0 or an integer 1-2; and 



G is a substituen^ independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 
halogen; 

-OR 6 wherein R^represents lower alkyl; 
-N0 2 ; 

optionally substituted heteroaryloxy; 
optionally substituted neteroarylalkyloxy; 



R is H or lower alkyl; 

R 6 is independently selected from the v group consisting of 

• H; 

• lower alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alk^; and 

p is 0 or 1 ; 



Y is selected from the group consisting of 
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N-lower alkanoylamino-substituted alkyl; 
hydroxy-substituted alkyl; 
^cyano-substituted alkyl; 
rboxy-substituted alkyl; 
/er alkoxycarbonyl-substituted alkyl; 
phenyl lower alkoxycarbonyl-substituted alkyl; 
halogen-substituted alkylamino; 
amino-substituted alkylamino; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lov\er alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substituted alkylamino; 
hydroxy-substkuted alkylamino; 
cyano-substitut^d alkylamino; 
carboxy-substitut^d alkylamino; 
lower alkoxycarbonyl-substituted alkylamino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl* 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-CH 2 OR 3 ; 
-N0 2 ; 
-CN; 
amidino; 
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guanidino; 
sulfo; 
-B(OH)2 ; 

^optionally substituted aryl; 

rtionally substituted heteroaryl; 
optionally substituted saturated heterocyclyl; 
optionally substituted partially unsaturated heterocyclyl; 
-OCO2R 3 ; 

optionally substituted heteroaryl alkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (opttonally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 



R 3 is H or lower alkyl; 

R 6 is independently selected from\the group consisting of 

• H; 

• alkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lowei; alkyl; and 

R 4 is H, halogen, or lower alkyl; 
p is 0, 1, or 2; 



X is selected from the group consisting of O, S, and NH; 



\ 
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Y is ^elected from the group consisting of 

flower alkylene, optionally substituted by OH or OAcyl; 

:h 2 -o- ; 
-ck-s- ; 

-CH 2 ^NH- 
-O-; 
-S-; 
-NH- ; 

-(CR 4 2) n -S(0)^-(5-memberedheteroaryl)-(CR 4 2 )s-; 
-(CR 4 2 )„-C(G 2 )CR 4 )-(CR 4 2 ) S - 
wherein 

n and s are each, independently 0 or an integer of 1—2; and 
G 2 is selected from the group consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-0-CH 2 - ; 
-S(O)- ; 
-S(0) 2 - ; 
-SCH 2 - ; 
-S(0)CH 2 - ; 
-S(0) 2 CH 2 - ; 
-CH 2 S(0)- ; and 
-CH 2 S(0) 2 - 



A and D independently represent N or CH; 
B and E independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atoms in the ring containing\A, B, D, E, and L is 1, 2, or 3 

and 

b) when L represents CH, at least one of A and D is an fll atom; 
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Sg is 0, 1 , or 2; 



G 3 i\selected from the group consisting of 
: NR 3 COR 6 ; 

rboxy-substituted alkyl; 
lowV alkoxycarbonyl-substituted alkyl; 
-ORV 
-SR 6 ; 
-S(0)R 6 
-S(0) 2 R 6 ; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CH 2 OR 3 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-N0 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroe 
optionally substituted saturated hWerocyclyl; 
optionally substituted partially unsaturated heterocyclyl; 
optionally substituted heteroarylalkyr 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl)\ 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl\; 
-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 ; 
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J is^ ring selected from the group consisting of 
aryl; 

pyridyl; and 
ploalkyl; 

q' represents ^e number of substituents G 4 on ring J and is 0, 1, 2, 3, 4, or 5, and 
G 4 moieties are\elected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 
halogen; 
alkyl; 
cycloalkyl; 
lower alkenyl; 
lower cycloalkenyl; 
halogen-substituted alkVl; 
amino-substituted alkyl; 
N-lower alkylamino-substifuted alkyl; 
N ? N-di-lower alkylamino-substituted alkyl; 
N-lower alkanoyl amino-substituted alkyl; 
hydroxy-substituted alkyl; 
cyano-substituted alkyl; 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alkyl,^ 
phenyl lower alkoxycarbonyl-substituted ^lkyl; 
halogen-substituted alkylamino; 
amino-substituted alkylamino; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alkylamino-substituted alkylaminc? 
N-lower alkanoyl amino-substituted alkylamino; 
hydroxy-substituted alkylamino; 
cyano-substituted alkylamino; 
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-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 



optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optiohally substituted heteroarylalkyl); 

fused ring- forming bridges attached to and connecting adjacent positions of the 
phenyl ring/said bridges having the structures: 



a) 



wherein 



b) 



each T 2 independently represents N, CH, or CG 4 ; 



T 3 represents S, O, GHG 4 , CH 2} or NR 3 ; and 



bonding to the phenylVing is achieved via terminal atoms T and T ; 



wherein 



or 




resents O, S, CHG 4 , CH 2 , or NR 3 ; and 
ved via terminal atoms T 5 ; 



each T , and T independently 1 
bonding to the phenyl ring is 
with the provisos that: 

i) a bridge comprising T 5 and T°\atoms may contain a maximum of 

two heteroatoms O, S, or N; anc 

ii) in a bridge comprising T 5 and T° ^atoms, when one T° group and 
one T 6 group are O atoms, or two groups are O atoms, said O 
atoms are separated by at least one carbon atom; 
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and with the further provisos that: 
- in G 1 , G 2 , G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, an S, or NR 3 to form a heterocycle of 
5-6 ring atoms; and 



- when an aryl, heteroaryl, or heterocyclyl ring is optionally substituted, that ring may 
bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, halogenated lower alkoxy, halogenated 
lower alkylthio, -C0 2 R 3 , -CON(R 6 ) 2 , nitro, and cyano; 
or a pharmaceutical^ acceptable salt or prodrug thereof. 



5. (Amended) A method c& treating a mammal having a condition of tumor growth, 
\ retinopathy, rheumatoid arthritis, psoriasis, or a bullous disorder associated with 
subepidermal blister formation, comprising administering to said mammal an amount 
of a compound of claim 1 which is efi^ctive to treat said condition. 



6. (cancelled) The method of claim 5, wherein said condition is tumor growth; 
retinopathy, including diabetic retinopathy, ischemic retinal-vein occlusion, 
retinopathy of prematurity, and age-related macular degeneration; rheumatoid arthritis; 
psoriasis; or a bullous disorder associated with subepidermal blister formation, 
including bullous pemphigoid, erythema multiforme, and dermatitis herpetiformis. 



X— <CR* 2 £-^J (^-G 4 ) q , 



wherein 




7. (amendea)vA compound having the structural formula 



N VR 

A-B >= N 
L /x fV— Y R 
b= E \ G 3 )q 
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R knd R 



2 . 



ii) 



independently represent H or lower alkyl; 
together form a bridge of structure 




wherein bonding is achieved via the terminal carbon atoms; 
iii) together form a bridge of structure 



wherein bonding is achieved via the terminal carbon atoms; or 
iv) together form a bridge of structure 




wherein one or two ring members T 1 are N and the others are CH, and bonding 

is achieved via the terminal atoms; and 
wherein \ 

m is 0 or an integer 1 - 4;\and 

G ! is a substituent independently selected from the group consisting of 



cycloalkyl; \ 
lower alkenyl; \ 
lower cycloalkenyl; \ 
halogen-substituted alkyl; \ 
amino-substituted alkyl; 
N-lower alkylamino-substituted alkyl; 
N,N-di-lower alkylamino-substituted alkyl; 




G 1 ) 



m 



-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 



halogen; 



alkyl; 
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carboxy-substituted alkylamino; 

lower alkoxycarbonyl-substituted alkylamino; 

phenyl-lower alkoxycarbonyl-substituted alkylamino; 

-OR 6 ; 

-SR 6 ; 

-S(0)R 6 ; 

-S(0) 2 R 6 ; 

halogenated lower alkoxy; 

halogenated lower alkylthio; 

halogenated lower alkylsulfonyl; 

-OCOR 6 ; 

-COR 6 ; 

-C0 2 R 6 ; 

-CON(R 6 ) 2 ; 

-CH 2 OR 3 ; 

-N0 2 ; 

-CN; 

amidino; 

guanidino; 

sulfo; 

-B(OH)2 ; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
optionally substituted saturated heterocyclyl; 
optionally substituted partially unsaturated heterocyclyl; 
-OC0 2 R 3 ; 

optionally substituted heteroaryl alkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 
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-CHO; 

-OCON(R 6 ) 2 ; 

• \-NR 3 C0 2 R 6 ; 

• -JNlR 3 CON(R 6 ) 2 

• fused ring-forming bridges attached to and connecting adjacent positions of 



ring J, said bridges having the structures: 



a) 



b) 



T 3 
wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S, O, CR 4 G 4 , C(R 4 ) 2 , or NR 3 ; and 
bonding to ring J is achieved via terminal atoms T 2 and T 3 ; 



wherein 



each T 2 independently represents N, CH, or CG 4 ; 
with the proviso that a maximum of two bridge atoms T 2 may be N ; 
and 

bonding to ring J is achievedVia terminal atoms T 2 ; and 



c) 



T 5 — 1* 



T 6 
L 
.T 6 



T 3 —' \ T 5 — T 6 

wherein 

each T 4 , T 5 , and T 6 independently represents O, S, CR 4 G 4 , C(R 4 ) 2 , or 
NR 3 ; and 

bonding to ring J is achieved via terminal atohis T 4 or T 5 ; 
with the provisos that: 

i) when one T 4 is O, S, or NR 3 , the other T 4 ^ CR 4 G 4 or C(R 4 ) 2 ; 
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ii) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 

and with the fyrther provisos that: 

- in G 1 , G 2 ,Vj 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, an S, or NR 3 to form a heterocycle 
of 5 - 7 ring atoms; and 

- when an aryl, heteroaryl, or heterocyclyl ring is optionally substituted, that ring 
may bear up to S^ubstituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl- 
substituted amino, lower alkanoylamino, halogeno, lower alkyl, halogenated 
lower alkyl, hydroxy, Mower alkoxy, lower alkylthio, halogenated lower alkoxy, 
halogenated lower alkylthio, lower alkanoyloxy, -C0 2 R 3 , -CHO, -CH2OR 3 , - 
OC0 2 R 3 , -CON(R 6 ) 2 , -OCO N(R 6 )2 , -NR 3 CON(R 6 )2 , nitro, amidino, guanidino, 
mercapto, sulfo, and cyano\ 

or a pharmaceutically acceptable &alt or prodrug thereof. 



8. (amended) A compound having the structural formula 

N-(CH 2 )— / ( \ 



r\ — ?\ 



: j>c 



Y R 2 



G )n 



wherein 
R 1 and R 2 : 



i) together form a bridge of structure 

wherein bonding is achieved via the terminal carbon atoms; or 
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^ii) together form a bridge of structure 

lerein one of the ring members T 1 is N and the others are CH, and bonding is 
achieved via the terminal atoms; and 
wherein 

m is 0 or^n integer 1-2; and 

G 1 is a substituent independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 
halogen; 
alkyl; 

amino-substituted alkylWiino; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substrtuted alkylamino; 
hydroxy-substituted alkylamino^ 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
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-CON(R 6 ) 2 ; 
-N0 2 ; 

• \-CN; 

rtionally substituted heteroarylalkyl; 

• optionally substituted heteroaryloxy; 

• -S(0)Voptionally substituted heteroaryl); 

• optionally substituted heteroarylalkyloxy; 

• -S(0)p(opfipnally substituted heteroarylalkyl); 

R 3 is H or lower alky^ 

R 6 is independently select^ from the group consisting of 

• H; 

• lower alkyl; 

• optionally substituted aryl\ 

• optionally substituted aryl ldwer alkyl; and 



p is 0 or 1 ; 



Y is selected from the group consisting of 

• lower alkylene, optionally substituted fty OH or OAcyl; 

• -CH2-O- ; 

• -CH 2 -S- ; 

• -CH 2 -NH- ; 

• -O-; 

• -S-; 

• -NH- ; 

• -(CH 2 )n-S(0) p -(5-membered heteroaryl)-(CH 2 ) s 

• -(CH 2 ) n -C(G 2 )(H)-(CH 2 ) s - ; 
wherein 

n and s are each independently 0 or 1 ; and 
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G 2 is selected from the group consisting of -CN, -CO2R , -CON(R ) 2 , and 

CH 2 N(R 6 ) 2 ; 
\O-CU2- ; 

(O)-; 
-S(Cv 2 - 
-SCH 2 \ ; 
-S(0)CHo- ; 
-S(0) 2 CH2V; 
-CH 2 S(0)- ;\nd 
-CH 2 S(0) 2 - 



A and D independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atotais in the ring containing A, D, and L is 1 or 2; and 

b) when L represents CH, at least one of A and D is an N atom; 

q is 0, 1, or 2; 



G 3 is selected from the group consisting 1 
-NR 3 COR 6 ; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-CN; 

optionally substituted aryl; 
optionally substituted heteroaryl; 
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optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
ptionally substituted heteroarylalkyloxy; 
O) p (optionally substituted heteroarylalkyl); 

q' represents tjie number of substituents G 4 on the phenyl ring and is 0, 1, 2, or 3; 
and 

G 4 moieties are selected from the group consisting of 





Ikyl; 



-N(R 6 ) 2 
-NR 3 COR 6 
halogen; 
alkyl; 

halogen-substitutedXalkyl ; 
hydroxy-substituted 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-suWituted alkyl; 
amino-substituted alkylammo; 
N-lower alkylamino-substituked alkylamino; 
N ? N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substitut^d alkylamino; 
hydroxy-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkylahiino; 
phenyl-lower alkoxycarbonyl-substituted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
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halogenated lower alkylsulfonyl; 
^-OCOR 6 ; 

:OR 6 ; 
-CO^R 0 ; 
-CON(R 6 ) 2 ; 
-CH 2 OI^ 3 - 
-N0 2 ; 
-CN; 

optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 

fused ring- forming bridges attached to and connecting adjacent positions of the 
phenyl ring, said bridges having the structures: 

a) 



b) 



> 2 

T 3 
wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S, O, CHG 4 , C(P) 2 , or NR 3 ; and 

bonding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 



i. 



T 2 ^ 
wherein 



each T 2 independently represents N 5 CH, W CG 4 ; 
with the proviso that a maximum of two bridge atoms T 2 may be N 
and 

bonding to the phenyl ring is achieved via terminal atoms T 2 ; and 
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t 5 t5. 

T \ T 6 

^herein 

v each T 5 , and T 6 independently represents O, S, CHG 4 , C(H) 2 , or NR 3 ; 
and 

bonding to the phenyl ring is achieved via terminal atoms T 5 : 
with the provisos that: 

i) \a bridge comprising T 5 and T 6 atoms may contain a maximum of 
\two heteroatoms O, S, or N; and 

ii) in\a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 

and with the further provisos mat: 
- in G 1 , G 2 , G 3 , and G 4 , when* two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, an S, or NR 3 to form a heterocycle of 
5-7 ring atoms; and 



- when an aryl, heteroaryl, or hetero^yclyl ring is optionally substituted, that ring may 
bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthip, halogenated lower alkoxy, halogenated 
lower alkylthio, lower alkanoyloxy, -CG 2 R 3 , -CH 2 OR 3 , -OC0 2 R 3 , -CON(R 6 ) 2 , - 
OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, and Vyano; 
or a pharmaceutical^ acceptable salt or prodrug thereof. 



(amended) A compound having the structural formula 
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N— (CH 2 ) 




P CJ 



together form a bridge of structure 



wherein bonding is achieved via the terminal carbon atoms, and any group G 
is located on a non-terminal atom of the bridge; or 
ii) together form a bridge of structure 

T 1 =T 1 

wherein one of the ring members T 1 is N and the others are CH, and bonding is 

achieved via the terminal atoms; and 
wherein 



m is 0 or an integer IV- 2; and 



G 1 is a substituent independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 
halogen; 

-OR 6 wherein R6 represents lower alkyl; 
-N0 2 ; \^ 
optionally substituted heteroaryloxy; 
optionally substituted heteroarylalkyloxy; 



R 3 is H or lower alkyl; 
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is independently selected from the group consisting of 
H; 

lower alkyl; 

optionally substituted aryl; 
• Optionally substituted aryl lower alkyl; and 

p is 0 or 1: 



Y is selected from the group consisting of 

lower allfylene, optionally substituted by OH; 
-CH 2 -0- 
-S-; 
-NH-; 

-S(0)p-(5-men^ered heteroaryl)-; 
-C(CN)(H)- ; 
-O-CH2- ; 
-S(O)- ; and 
-S(0) 2 - ; 



q is 0 or 1 ; 



G is selected from the group consisting of 

• -NR 3 COR 6 ; 

• -C0 2 R 6 ; 



-CON(R 6 ) 2 ; 
-S(Q) 2 N(R 6 ) 2 ; 



q' represents the number of substituents G 4 \n the phenyl ring and is 0, 1 , 2, or 3; 
and 

G 4 moieties are selected from the group consisfyng of 
• -N(R 6 ) 2 ; 
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• halogen; 
lower alkyl; 

halogen-substituted lower alkyl; 
VOR 6 ; 

-sk))R 6 ; 

-S(< 

halog&nated lower alkoxy; 
halogenfcted lower alkylthio; 
halogenat^d lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-CH 2 OR 3 ; 
-N0 2 ; 
-CN; 

optionally substitutedMieteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0) p (optionally substituted heteroarylalkyl); 

fused ring-forming bridges attached to and connecting adjacent positions of the 
phenyl ring, said bridges having the structures: 



a) 



3/^ 
T 3 

wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S, O, CHG 4 , CH 2 ,y NR 3 ; and 

bonding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 
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b) 



or 



t5 

^T 6 



T 5 ^ 



L 

T 6 



jerein 



ich T 5 , and T 6 independently represents O, S, CHG 4 , CH 2 , or NR 3 ; and 
bonding to the phenyl ring is achieved via terminal atoms T 5 ; 
with th£ provisos that: 

i) a bridge comprising T 5 and T 6 atoms may contain a maximum of 
two\eteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 



and with the further provisos that: 
- in G 1 , G 2 , G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 



N atom they may be linked by a bond, 
5-6 ring atoms; and 



vO, an S, or NR 3 to form a heterocycle of 



- when an aryl, heteroaryl, or heterocyclyl ring is optionally substituted, that ring may 
bear up to 2 substituents which are indepenofently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkyk halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, halogenated lo^yer alkoxy, halogenated 
lower alkylthio, -C0 2 R 3 , -CON(R 6 ) 2 , nitro, and cyano; 
or a pharmaceutical^ acceptable salt or prodrug thereof. 



1 1 . (Amended) A rh^thod of treating a mammal having a condition of tumor growth, 
retinopathy, rheumatoid arthritis, psoriasis, or a bullous disorder associated with 
subepidermal blister fomf^tion, comprising administering to said mammal an amount 
^ of a compound of claim 7 whifcji is effective to treat said condition. 
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12. (cancelled) The method of claim 11, wherein said condition is tumor growth; 
retinopathy, including diabetic retinopathy, ischemic retinal-vein occlusion, 
retinopathy of prematurity^ and age-related macular degeneration; rheumatoid arthritis; 
psoriasis; or a bullous disorder associated with subepidermal blister formation, 
including bullous pemphigoid, erythema multiforme, and dermatitis herpetiformis. 



1 3\ (amended) A compound having the structural formula 



wherein bonding is achieved via the terminal carbon atoms; or 
iv) together form a bridge ofVtructure 



wherein one or two ring member^ T 1 are N and the others are CH, and bonding 

is achieved via the terminal atoms; and 
wherein \ 

m is 0 or an integer 1 — 4; and \ 




iii) together form a bridge of structure 



wherein bonding is achieved via the terminal carbon atoms; 
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i 1 is a substituent independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 
lalogen; 
alkyl; 
cycfoalkyl; 
lowenalkenyl; 
lower cycloalkenyl; 
halogen-substituted alkyl; 
amino-substituted alkyl; 
N-lower alkylamino-substituted alkyl; 
N,N-di-lower alkylamino-substituted alkyl; 
N-lower alkanojHamino-substituted alkyl; 
hydroxy-substituted alkyl; 
cyano-substituted alWl; 
carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alkyl; 
phenyl lower alkoxycarbopyl-substituted alkyl; 
halogen-substituted alkyl ar^ino; 
amino-substituted alkyl aminfa; 
N-lower alkylamino-substituted alkylamino; 
N,N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylamino-substitu\ed alkylamino; 
hydroxy-substituted alkylamino; 
cyano-substituted alkylamino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substituted alkVlamino; 
phenyl-lower alkoxycarbonyl-substituflfd alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
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7 fa 



ft 



-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
lalogenated lower alkylsulfonyl; 

)COR 6 ; 
-C( 
-C0 2 I 
-CON(^\; 2 
-CH 2 OR 3 *N 
-N0 2 ; 
-CN; 
amidino; 
guanidino; 
sulfo; 
-B(OH)2 ; 

optionally substituted 
optionally substituted hetetoaryl; 
optionally substituted saturated heterocyclyl; 
optionally substituted partiall>\unsaturated heterocyclyl; 
-OC0 2 R 3 ; 

optionally substituted heteroarylaflcyl; 
optionally substituted heteroarylox} 
-S(0) p (optionally substituted heteroafyl); 
optionally substituted heteroarylalkylo> 
-S(0) p (optionally substituted heteroarylatkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 



R 3 is H or lower alkyl; 
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R^s independently selected from the group consisting of 
H; 
. valkyl; 

• optionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 

R 4 is H, halogen\ or lower alkyl; 
p is 0, 1, or 2; 

X is selected from the gk)up consisting of O, S, and NH; 



Y is selected from the group\ consisting of 

lower alkylene, optionally substituted by OH or OAcyl; 
-CH 2 -0- ; 
-CH 2 -S- ; 
-CH 2 -NH- ; 
-O-; 
-S-; 
-NH-; 

-(CR 4 2)n-S(0) p -(5-memberedheterc x aryl)-(CR' > 2)s-; 
-(CR 4 2 )n-C(G 2 )(R 4 )-(CR 4 2 )s- ; 
wherein 

n and s are each independently 0 or ebi integer of 1-2; and 
G 2 is selected from the group consisting of -CN, -C0 2 R 3 , -CON(R 6 ) 2 , and 
-CH 2 N(R 6 ) 2 ; 
-O-CH2- ; 
-S(O)- ; 
-S(0) 2 - ; 
-SCH 2 - ; 
-S(0)CH 2 - ; 
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-S(0) 2 CH 2 - ; 
• \ -CH 2 S(0)- ; and 
. -CH 2 S(0) 2 - 

A and D independently represent N or CH; 
B and E independently represent N or CH; 
L represents N or CH; 
with the provisos that 

a) the total number of N atoms in the ring containing A, B, D, E, and L is 1, 2, or 3; 

and \^ 

b) when L represents.CH, at least one of A and D is an N atom; 



q is 0, 1, or 2; 



G is selected from the group consisting of 
lower alkyl; 
-NR 3 COR 6 ; 

carboxy-substituted alkyl; 
lower alkoxycarbonyl-substituted alkyl; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-OCOR 6 ; 
-COR 6 ; 
-CO z R 6 ; 
-CH 2 OR 3 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-N0 2 ; 
-CN; 
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optionally substituted aryl; 
^optionally substituted heteroaryl; 

rtionally substituted saturated heterocyclyl; 
opripnally substituted partially unsaturated heterocyclyl; 
optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0)p(option^lly substituted heteroarylalkyl); 
-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 ; 



J is a ring selected from the grqup consisting of 

• aryl; 

• pyridyl; and 

• cycloalkyl; 



q' represents the number of substituentsvG 4 on ring J and is 0, 1, 2, 3, 4, or 5, and 
G 4 moieties are selected from the group consisting of 
optionally substituted heteroarylalkyl; 
optionally substituted heteroaryloxy; 
-S(0) p (optionally substituted heteroaryK); 
optionally substituted heteroarylalkyloxyk 
-S(0) p (optionally substituted heteroarylalkyl); 
-CHO; 

-OCON(R 6 ) 2 ; 
-NR 3 C0 2 R 6 ; 
-NR 3 CON(R 6 ) 2 

fused ring-forming bridges attached to and connecting adjacent positions of 
ring J, said bridges having the structures: 
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v 

wherein 

each T 2 independently represents N, CH ? or CG 4 ; 
represents S 5 O, CR 4 G 4 , C(R 4 ) 2 , or NR 3 ; and 
bonding to ring J is achieved via terminal atoms T and T ; 



wherein 



each T 2 independently represents N, CH, or CG 4 ; 
with the proviso \hat a maximum of two bridge atoms T 2 may be N ; 
and 

bonding to ring J is achieved via terminal atoms T 2 ; and 



| » T 6 > L \. t i or i 

\ T 5 — ' T T 5 — T 6 

wherein 

each T 4 , T 5 , and T 6 independently represents O, S, CR 4 G 4 , C(R 4 ) 2 , or 
NR 3 ; and 

bonding to ring J is achieved via \prminal atoms T 4 or T 5 ; 
with the provisos that: 

i) when one T 4 is O, S, or NR 3 ,\he other T 4 is CR 4 G 4 or C(R 4 ) 2 ; 

ii) a bridge comprising T 5 and T 6 atoms may contain a maximum of 

two heteroatoms O, S, or N; andV 

iii) in a bridge comprising T 5 and T^atoms, when one T 5 is O, the 
other T 5 is S, CR 4 G 4 , C(R 4 ) 2 or NR? ; 
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iv) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one carbon atom; 



and with the\further provisos that: 

- in G 1 , G 2 , G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom thevmay be linked by a bond, an O, an S, or NR 3 to form a heterocycle of 
5-7 ring atoms; and 

- when an aryl, heteroaxyl, or heterocyclyl ring is optionally substituted, that ring may 
bear up to 5 substituents which are independently selected from the group 
consisting of amino\ mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, halogenated lower alkoxy, halogenated 
lower alkylthio, loweA alkanoyloxy, -C0 2 R 3 , -CHO, -CH 2 OR 3 , -OC0 2 R 3 , - 
CON(R 6 ) 2 , -OCO N(R 6 A , -NR 3 CON(R 6 ) 2 , nitro, amidino, guanidino, mercapto, 
sulfo, and cyano; \ 

or a pharmaceutical^ acceptable\salt or prodrug thereof 

14. (amended) A compound having the Structural formula 




wherein 



R 1 and R 2 : 

i) together form a bridge of structure 




wherein bonding is achieved via the terminal carbon atoms; or 
ii) together form a bridge of structure \ 
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T 1 =T 1 

(herein one of the ring members T 1 is N and the others are CH, and bonding is 

achieved via the terminal atoms; and 
wherein 

m is 0\or an integer 1-2; and 

G 1 is a substituefyt independently selected from the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 
halogen; 
alkyl; 

amino-substimted\alkylamino; 
N-lower alkylaminorsubstituted alkylamino; 
N,N-di-lower alkylamino-substituted alkylamino; 
N-lower alkanoylaminoVsubstituted alkylamino; 
hydroxy-substituted alkylWnino; 
carboxy-substituted alkylamino; 
lower alkoxycarbonyl-substityted alkylamino; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 

halogenated lower alkoxy; 
halogenated lower alkylthio; 
halogenated lower alkylsulfonyl; 
-OCOR 6 ; 
-COR 6 ; 
-C0 2 R 6 ; 



-CON(R 6 ) 2 ; 
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• -N0 2 ; 

• -CN; 

optionally substituted heteroarylalkyl; 

• \ optionally substituted heteroaryloxy; 
5(0) p (optionally substituted heteroaryl); 

optionally substituted heteroarylalkyloxy; 

• -S(0)^(optionally substituted heteroarylalkyl); 

R 3 is H or lower\alkyl; 

R 6 is independently^selected from the group consisting of 

• H; \ 

• lower alkyl; \ 

• optionally substituted aryl; 

• optionally substitute^ aryl lower alkyl; and 

p is 0 or 1; 

Y is selected from the group consisting of 

lower alkylene, optionally substituted by OH or OAcyl; 
-CH 2 -0- ; 
-CH 2 -S- ; 
-CH 2 -NH- ; 
-O-; 
-S-; 
-NH-; 

-(CH 2 ) n -S(0)p-(5-membered heteroaryl)-\CH 2 ) s -, 
-(CH 2 ) n -C(G 2 )(H)-(CH 2 ) s - ; 
wherein 

n and s are each independently 0 or 1 ; and 
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G 2 is selected from the group consisting of -CN, -CO2R 3 , -CON(R 6 )2 , and 
-CH 2 N(R 6 ) 2 ; 
0-CH 2 - ; 
S(O)- ; 
2- ; 
H 2 -; 
S((^CH 2 - ; 
S(0)V;H 2 - ; 
CH 2 S(©)- ; and 
CH 2 S(oV 



A and D independently represent N or CH; 
L represents N or CH;\ 
with the provisos that 

a) the total number of\N atoms in the ring containing A, D, and L is 1 or 2; and 

b) when L represents C^€, at least one of A and D is an N atom; 

q is 0, 1 , or 2; 



G 3 is selected from the group consisting of 
lower alkyl; 
-NR 3 COR 6 ; 
-OR 6 ; 
-SR 6 ; 
-S(0)R 6 ; 
-S(0) 2 R 6 ; 
-C0 2 R 6 ; 
-CON(R 6 ) 2 ; 
-S(0) 2 N(R 6 ) 2 ; 
-CN; 

optionally substituted aryl; 
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•\ optionally substituted heteroaryl; 

• Vptionally substituted heteroaryl alkyl; 

• optionally substituted heteroaryloxy; 

• -S(©) p (optionally substituted heteroaryl); 

• optionally substituted heteroarylalkyloxy; 

• -S(0) p (ototionally substituted heteroarylalkyl); 

q' represents the number of substituents G 4 on the phenyl ring and is 0, 1, 2, or 3; 



G 4 moieties are selected from the group consisting of 

• optionally substituted heteroarylalkyl; 

• optionally substitutecNheteroaryloxy; 

• -S(0) p (optionally substituted heteroaryl); 

• optionally substituted hetWoarylalkyloxy; 

• -S(0) p (optionally substituted heteroarylalkyl); 

• fused ring- forming bridges attached to and connecting adjacent positions of the 



and 



phenyl ring, said bridges having the structures: 



a) 




wherein 



each T 2 independently represents Vl, CH, or CG 4 ; 
T 3 represents S, O, CHG 4 , C(H) 2 , otNR 3 ; and 

bonding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 



b) 



T 2^ 




wherein 



each T 2 independently represents N, CH 5 or 



•4. 
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with the proviso that a maximum of two bridge atoms T 2 may be N ; 
and 

.bonding to the phenyl ring is achieved via terminal atoms T 2 ; and 




T 5 



wherein 

each T 5 , a^d T 6 independently represents O, S, CHG 4 , CH 2 , or NR 3 ; and 
bonding to me phenyl ring is achieved via terminal atoms T 5 ; 
with the provisps that: 

i) a bridge Comprising T 5 and T 6 atoms may contain a maximum of 
two heteroatoms O, S, or N; and 

ii) in a bridge comprising T 5 and T 6 atoms, when one T 5 is O, the 
other T 5 is S, GHG 4 , CH 2 or NR 3 ; 



iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are 0 atoms, or two T 6 groups are O atoms, said O 
atoms are separatedVby at least one carbon atom; 



and with the further provisos that: 
- in G 1 , G 2 , G 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they may be linked by a bond, an O, aij S, or NR 3 to form a heterocycle of 
5-7 ring atoms; and 



- when an aryl, heteroaryl, or heterocyclyl ring is optionally substituted, that ring may 
bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralkyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogeno, lower alkylAhalogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, halogenated lower alkoxy, halogenated 
lower alkylthio, lower alkanoyloxy, -C0 2 R 3 , -CH 2 OR 3 , -<$C0 2 R 3 , -CON(R 6 ) 2 , - 
OCO N(R 6 ) 2 , -NR 3 CON(R 6 ) 2 , nitro, and cyano; 
or a pharmaceutical^ acceptable salt or prodrug thereof. 
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15. fom ended) A compound having the structural formula 

N^CH 2 )--/~~& 



wherein 
R 1 and R 2 

i) togetherVorm a bridge of structure 

A. 

) m 

wherein bondmg is achieved via the terminal carbon atoms, and any group G 1 
is located on* a non-terminal atom of the bridge; or 

ii) together form a bridge of structure 
Tl 



y 

T 1 =T 1 



wherein one of the ring Members T 1 is N and the others are CH, and bonding is 

achieved via the terminal atoms; and 
wherein 



m is 0 or an integer 1—2; and 



G 1 is a substituent independently selected hpm the group consisting of 
-N(R 6 ) 2 ; 
-NR 3 COR 6 ; 
halogen; 

-OR 6 wherein R6 represents lower alkyl; 
-N0 2 ; 

optionally substituted heteroaryloxy; 
optionally substituted heteroarylalkyloxy; 
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is H or lower alkyl; 



R \s independently selected from the group consisting of 
H; 

• \ lower alkyl; 

• dotionally substituted aryl; 

• optionally substituted aryl lower alkyl; and 



p is 0 or 1 ; 



Y is selected from the group consisting of 

lower alkWne, optionally substituted by OH; 
-CH 2 -0- ; 
-S-; 
-NH- ; 

-S(0) p -(5-memb v ered heteroaryl)-; 
-C(CN)(H)- ; 
-0-CH 2 - ; 
-S(O)- ; and 
-S(0) 2 - ; 



q is 0 or 1 ; 

G 3 is selected from the group consisting of 

• lower alkyl; 

• -NR 3 COR 6 ; 



• -C0 2 R 6 ; 

• -CON(R 6 ) 2 ; 

• -S(0) 2 N(R 6 ) 2 ; 



q' represents the number of substituents G 4 on the phenyl ring, and is 0, 1, 2, or 3; 



and 



\ 
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moieties are selected from the group consisting of 
optionally substituted heteroarylalkyl; 
^optionally substituted heteroaryloxy; 

5(0) p (optionally substituted heteroaryl); 
optionally substituted heteroarylalkyloxy; 
-S(0)Xoptionally substituted heteroarylalkyl); 

fused rinjg- forming bridges attached to and connecting adjacent positions of the 
phenyl idng, said bridges having the structures: 



a) 



3- 

T 3 
wherein 

each T 2 independently represents N, CH, or CG 4 ; 
T 3 represents S 5 OL CHG 4 , CH 2 , or NR 3 ; and 

bonding to the phenyl ring is achieved via terminal atoms T 2 and T 3 ; 



b) 



wherein 




each T 5 ? and T 6 independently represents O, S, CHG 4 , CH 2 , or NR 3 ; and 
bonding to the phenyl ring is achieved via terminal atoms T 5 ; 
with the provisos that: \^ 

i) a bridge comprising T 5 and T^atoms may contain a maximum of 

two heteroatoms O. S, or N; and 

\ 

ii) in a bridge comprising T 5 and T^atoms, when one T 5 is O, the 
other T 5 is S, CR 4 G 4 , C(R 4 ) 2 or NR 3 ; 

iii) in a bridge comprising T 5 and T 6 atoms, when one T 5 group and 
one T 6 group are O atoms, or two T 6 groups are O atoms, said O 
atoms are separated by at least one cartoon atom; 
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and with the further provisos that: 
- in G\ GIG 3 , and G 4 , when two groups R 6 are each alkyl and located on the same 
N atom they'tnay be linked by a bond, an O, an S, or NR 3 to form a heterocycle of 
5-6 ring atoms] Vs and 




- when an aryl, heteroaryl, onheterocyclyl ring is optionally substituted, that ring may 
bear up to 2 substituents which are independently selected from the group 
consisting of amino, mono-loweralfeyl-substituted amino, di-loweralkyl-substituted 
amino, lower alkanoylamino, halogens^ lower alkyl, halogenated lower alkyl, 
hydroxy, lower alkoxy, lower alkylthio, n&k>genated lower alkoxy, halogenated 
lower alkylthio, -C0 2 R 3 , -CON(R 6 )2 , nitro, anckeyano; 
or a pharmaceutical^ acceptable salt or prodrug thereofN 



17. (Amended) A n^ethod of treating a mammal having a condition of tumor growth, 
S retinopathy, rheum^nd arthritis, psoriasis, or a bullous disorder associated with 
I subepidermal blister forhiation, comprising administering to said mammal an amount 
' ^ of a compound of claim 13 which is effective to treat said condition. 



18. (Cancelled) The method of claim 17, wherein said condition is tumor growth; 
retinopathy, including diabetic retinopathy, ischemic retinal-vein occlusion, 
retinopathy of prematurity, and age-related macular degeneration; rheumatoid arthritis; 
psoriasis; or a bullous disorder associated with subepidermal blister formation, 
including bullous pemphigoid, erythema multiforme, and dermatitis herpetiformis. 



19. (Amended) A compound selected from the group consisting of: 

a) 4-^-(4-Chlorophenylamino)phthalazin-l-ylmethyl]pyridin-2-yl carboxylic acid 
if? f methWnide; 

b) 4- [4-(4-Ch^orophenylamino)phthalazin- 1 -ylmethyl]pyridin-2-yl carboxylic acid 
amide; 

c) l-(4-chlorophenyl^mino)-4-(3-pyridylmethoxy)phthalazine; 

d) 4-[4-(4-Chlorophenyl^Tiino)phthalazin- 1 -yloxymethyl]pyridin-2-yl carboxylic acid 
methylamide; 



$4 
ft' 

7° 
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e) 4-[4-(4-Chlorophenylamino)phthalazin- 1 -yloxymethyl]pyridin-2-yl carboxylic acid 



f) 4^-(3-Bromophenylamino)phthalazin-l-ylmethyl]-pyridin-2-yl carboxylic acid 
methylamide; 

g) 4-[4-(3-Bromophenylamino)phthalazin- 1 -ylmethyl]-pyridin-2-yl carboxylic acid 
amide: 

h) l-(4-chlWophenylamino)-4-[(2-phenyl-4-p 

i) l-[4-(4-pyridyloxy)phenyl amino] -4-(4-pyridylmethyl)phthalazine; 
j) l-(indan-5-yl?^nino)-4-(4-pyridylmethyl)phthalazine; 

k) 4-[4-(4-Chloropl^enylamino)phthalazin- 1 -ylmethyl]pyridin-2-yl carboxylic acid 

methylamide dihydrochloride; 
1) 4-[4-(4-CWorophenyI^ino)phthalazin-l-ylmethyl]pyridin-2-yl carboxylic acid 

methylamide dimethaneimlfonate; 
m) 4-[4-(4-ChlorophenylamiTO)phthalazin-l-ylmethyl]pyridin2-yl carboxylic acid 

amide dihydrochloride; \ 
n) 4-[4-(4-Chlorophenylamino)pmhalazin-l-ylmethyl]pyridin-2-yl carboxylic acid 

amide dimethanesulfonate; \ 
o) 4-[4-(4-Chlorophenylamino)phthala^n-l-yloxymethyl]pyridin-2-yl carboxylic acid 

amide dihydrochloride; \ 
p) 4-[4-(4-Chlorophenylamino)phthalazin-l^yloxymethyl]pyridin-2-yl carboxylic acid 

amide dimethanesulfonate; \ 
. q) 1 -(4-chlorophenylamino)-4-[5-(4-pyridyl)- 1 H-k2 5 4-triazolyl-3-ylthio]phthalazine; 
r) 1 -(4-isopropylphenylamino)-4-[5-(4-pyridyl)- 1 H\,2,4-triazolyl-3- 

ylthiojphthalazine \ 
s) l-(4-chlorophenylamino)-4-(4-pyridylsufonyl)phthalazsine; 
t) l-(4-chlorophenylamino)-4-(4-pyridylsufinyl)phthalazinV 
v) l-(indan-5-ylamino)-4-(4-pyridylcyanomethyl)phthalazine\and 
w) 1 -(benzothiazol-6-ylamino)-4-(4-pyridylcyanomethyl)phthalazine. 

20. (New) The method of claim 5, wherein said condition of retinopathy is diabetic 
retinopathy, isbt^emic retinal-vein occlusion, retinopathy of prematurity, or age-related 

macular degenerations 
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21. (New) The method of claim 5, wherein when said condition is a bullous disorder 
associated \vith subepidermal blister formation, it is bullous pemphigoid, erythema 
multiforme, ondermatitis herpetiformis. 

22. (New) The methoa\pf claim 11, wherein said condition of retinopathy is diabetic 
retinopathy, ischemic retinal-vein occlusion, retinopathy of prematurity, or age-related 

macular degeneration* \ 



23. (New) The method of claim 11, ^herein when said condition is a bullous disorder 
associated with subepidermal blisterxformation, it is bullous pemphigoid, erythema 
multiforme, or dermatitis herpetiformis. \ 

24. (New) The method of claim 17, wherein shid condition of retinopathy is diabetic 
retinopathy, ischemic retinal-vein occlusion, retinopathy of prematurity, or age-related 

macular degeneration. \ 



25. (New) The method of claim 17, wherein when said condition is a bullous disorder 
associated with subepidermal blister formation, it is bullous pemphigoid, erythema 



multiforme, or dermatitis herpetiformis. 




Remarks / Arguments 



As a result of this amendment, claims 1-5, 7-11, 13-17, and 19-25 are pending in 
the application. Claims 6, 12, and 18 have been cancelled. New claims 20-25 have been 
added. No new matter has been added. 

Rejections under $112, second paragraph 

The examiner rejected claims 1-19 under §112, second paragraph as being 
indefinite for several reasons. 

In paragraph 1 of the official action, the examiner refers to the word "generalized" 
in claims 1-3, 7-9, and 13-15 and asserts it renders the claims vague and indefinite, stating 
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